Genes that encode tRNA and VA1 RNAs can be transcribed in vitro from nuclear extracts that have been chromatographically separated into three basic fractions: transcription factor (TF) IIIB, TFIIIC, and RNA polymerase III (pol III; recently reviewed in ref. 1) . Once transcription complexes have been assembled on class III genes, they remain stable to challenge by dilution, high salt, polyanion, equivalent promoter, or low concentrations of the detergent sarkosyl (2) (3) (4) (5) (6) . In vivo, small RNAs accumulate to copy numbers several orders of magnitude higher than their template copy numbers, suggesting that reinitiation by pol III is the means by which the great majority of these transcripts are synthesized. Moreover, efficient small RNA production requires that transcription termination as well as initiation be accurate and efficient.
Evidence that pol III terminators play a basic role in transcription has been accumulating. Templates that lack a consensus terminator do not assemble transcription complexes or function efficiently in vivo (7, 8) . A TFIIIC component binds to the termination signals of some class III genes (9, 10) . Mammalian TFIIIC can be separated into TFIIIC2, the B box-binding component, and TFIIIC1, a factor that extends the TFIIIC2 footprint 5 ' to the start site of transcription and 3' to the terminator of the VA1 gene (10) (11) (12) . While mammalian TFIIIB has been reconstituted from recombinant proteins, some of the components of the TFIIIC fraction remain to be identified (1) . Moreover, highly purified TFIIIB, TFIIIC1, TFIIIC2, and pol III are insufficient to reconstitute transcription because an as yet unidentified factor present in crude TFIIIB and TFIIIC fractions is also required (see Discussion in ref. 1) .
La protein is an autoimmune antigen that is transiently associated with the precursors for tRNAs, 5S rRNA, and other transcripts synthesized by pol III (13, 14) . La (17, 18) . However, the high efficiency with which a limiting amount of pol III was recycled in the presence of La (19) (Fig. IB, lanes 1-3) . From these data it could be concluded that the NTP/heparin/sarkosyl-treated complexes used in Fig. 1A and below did appear to be appropriate substrates for (re)initiation.
Reinitiation cofactor activity was specific to La since other purified proteins including recombinant as well as native RNA-and DNA-binding proteins did not exhibit this activity (Fig. 1C) . The pol III cofactor activity of La was also apparent using pol Ill-depleted initiation complexes formed on human 7SL and rodent BI genes (Fig. ID) .
La-mediated transcription from isolated complexes was readily responsive to increasing amounts of soluble pol III (Fig.  2A) . La also exhibited concentration-dependent activation of these complexes as shown in Fig. 2B To determine if La indeed does stimulate multiple reinitiations using this system, the kinetics of its effects were investigated using conditions that could monitor single and multiple-round transcriptions simultaneously (Fig. 3) . For the multiple-round part of this experiment, pol III-depleted initiation complexes were incubated with La, pol III, and [a-32P]NTPs, and aliquots were removed for analysis at various times thereafter as indicated at the top of lanes 1-4. The results revealed a time-dependent accumulation of VA1 RNA consistent with multiple round transcription. As an index of transcription efficiency relative to the multiple round synthesis, and to control for inhibition of reinitiation, single round assays after 2 min-and 45 min-incubation under conditions which limit transcription to a single cycle were performed simultaneously with the multiple-round conditions, either in the presence or absence of La (Fig. 3, lanes 5-8) . In these reactions, the complexes supported transcription in the presence of La at levels consistent with a single round of VA1 RNA synthesis (lanes 5 and 7), while no VA1 RNA synthesis was detected in the absence of La (lanes 6 and 8) (25) found that TFIIIE activity was present in all of the conventionally prepared fractions of yeast class III transcription machinery. Likewise, La cofractionates with mammalian TFIIIC (27) . The possibility that La may also be present in partially purified preparations of pol III and/or TFIIIB may explain why a factor requirement for reinitiation has not been obvious in previous use of vertebrate fractions (4, 6 (27) , distinguishing interaction at initiation versus termination sites must await higher resolution experiments using reconstitution from highly purified components-i.e., TFIIIC2, TFIIIC1, TFIIIB, La, and pol III. Furthermore, it must be noted that proof of distinct activities of La at termination and reinitiation must await analyses of appropriate mutants of La in the appropriate assays.
